0 4^ H # If ;^ 
PATENT OFFICE 
JAPANESE GOVERNMENT 



3^ms^m(^^ Application: 



lisp ^ # 

^1^' ::>/^ |lpplication Number 



^|^|piicant (s): 



A 




2001# 1^240 
#02 0 01-0159 04 




2 0 0 1:^ 3^ 9 



S 



WPf If ^-g 
Commissioner, 
Patent Office 





*tiE#-^ ffi|E#2 0--Ol-3 0l 77 1 



#2001-01590-. 



mm^] mm 

P120-01 

[^mxit^m] ^mmn^r^mm^'Wo)-^ i r b 3 - 2 o 

[^mxii^m] ^^mMrusHHji 9-2 2-1 0 6 
mm mm"?- 

[^mxumm] ;fe*m#^M7K20M^8Ti 2 0-3 4 
[R^] mm =F# 

[ftmxiigm] ^m^npw^m^^^^msTM 10-26-103 

[ftmXliSm] :ft^!ilfmS*Ellfeaj^ 1 - 1 6 JCR=i-h3 1 

4 

^oj mm 

[mm] 

[^my.itmm] ^mw^npi^mMmih^ 1 -i e jcR=!-h3i 

6 

[^^] m lEA 

[»J##] 000228545 

mmm^] 100104539 



1 



ffiiE#2 001-3017712 



^ 1-0 159 04 



0 0 



t:?^^«S#^l 063326 



itt2001-015 904 



m 




^2001-015904 



ffiE«2001-3017T12 



i!f2 001-015904 



m^^i 1 ] 

K*^t: h^^t^ji=iyxit\:L h^y^v ^t-^s, fl*^i 

[fl*«12] 

if :&5So 

^a^SS^y^FMt/fc, «ffi©#-r^>M«l|g 
i ^M. 7K^^*l^i/5^>:5:t>*v>:ih-;i/J:U^-5i¥ckUS{^ti-5{i'^^<i:t;i 

p [lf 1 4 ] 



M> >a t>'*0^*D ^ i> ^ > J: U ^ S l¥ i U ^ § 'J-^ tS; < i: 



Mi^tm 15] 

FMt^tc, ^M;r>tt#M^SMO. oi~o. 5fi4%, * 
^iS(7)^^^;r>'M^|g^Mo. oi~iM4%, 7K^«i/iy^>, >S:tJ^M£ 

^^5^ F 1 MMB {CMLT1~50 M*§P(Di±*(Z)-7 > :i h - 7^ .J: U S 
6] 

^t^^lt^^f- FS:DfK^a?Sft'<^^ F 1 m*«l5lC^LT 1-5 OMM® 

>-h-;bMt>lc, ^M^>ttM?SS^JO. 0 1-0. 5fiS%, ;!K 
* ^fe^^^-^M 0 . 0 1-1 a*%, :5:^>'*»^ID ly i/^ > J: U '^j; 

3 miE# 2 0 0 1 - 3 0 




#2001-01590^ 

[11^^18] 



[ft 19] 

K-.'[|f 2 0] 




ptil52i] 

2 2] 

^^ISft/^y^^ F;{)\ m^-ts}\^^ym.^y7^')ym> i^jytyV-ym. X 
>f >M5Ba^-, ±^M@^, 

^^t^s^, w^m^m^. mmmnmmi-. ifin^fr^H^-s^ 



ffilE# 2001-3017712 



ijt2 0 0 1 -0 l 5 9 0 4 



4 



5 {liE^2 0 0 1 - 3 0 l77l2 



■./it 

• . ■. '.erf 



■■■■ 




4^2 0 0 1 -0 1 5 9 0 4 

ft^^2 5f.V^b2 8(DW 

? to 0 0 1] 
J;vlO 0 0 2] 

^n.^M^c^v.T, m^^^^^^^^^^ m^^itr..^^r<Dmm 

Tit ^r.1^7-179364^/.^fg, ^f.1^7-188060#^^#. 4t^^7-188061^^^fl^ 
; 10 0 0 3] 



£iiE#2 0 0 1 - 3 0 l77l2 



4i£ 



m 

•':M 



■ ijt2 0 0 1".0.1 5 9 0 4 

^ >i M r ^ tl T t fc I i , S P S # ^' ^ ^ 

fefcajscaHsn*fe«>. ,.^.y»m -tniy^cs** 




^^to:o 0 51 




^2001-015904 

[0 0 0 61 

l«^,F^,««*«at*.^fS^. ^^^^^^^ 




ij^ 2 0 0 1 - 0 1 5 9 0 4 



illS^HliO. 0 2-0. 5mx^^^^' ^^o/-r-±m'mz 




iif2 0 01-015904 



;;1 



■I'M 



,.1 

Si: 




ijf 2 0 0 1 - 0 1 5 9 0 4 

^u^o*^^--'- 

.n*^-*-. ^n^T-«, ■*» = = 

'"^ [0017] 
•10 0 18] 

■ 11 ffia#2 0 0 1 - 3 0 l77l2 




001-015904 



[0 0 19] 



^mr: 1 2 



ttiE#2 0 0 1 - 3 0 l77 12 



Jif2 0 0 1 -0 1 5 9 0 4 



■ ^*>.^^MtSft^^^i^<^«^^^ ^^^^^^^^ 



"A^fe^M^ 11.90 4#lC?f $ U <s i/^ • " 




1 3 



riiE#2 0 0 l-30l77l2 



iif2001 - 015904 



■ 4^ 



■":M 



- ^^^^ 




ijt2 001-015904 



. '-'IS" 




[0 0 3 0] 



_ - , aye^x A« A ^^m2 , 125(^22 K h G H ® 
■^^fe"^: T ailiE^ 2 0 0 1 -3 



5f2 001-015904 

.[0 0 3 4] 

^^yj-'^'^'^^^l'iH'- ' f n o g 1 



ml 






I; ,;;[ 0 0 3 61 



-''*--^^=^m^,r^ - h G H • 




4 I U (1.7m g) 



1 6 



tiiE^2 0 0 1 - 3 0 1 7 7 1 2 



ift2001-0l5904 



. .;.■r■T?^^■■ 



•2.2 mg 
• 0 . 35 m g 
•1.0 m g 
20.0 mg 



Siti-hU'^iA- • • • 
^--^y-h -^1^ ■ ■ ■ 
[0 0 3 7] 

lay Dryer SD-IOOO (EYELAtt)"efe§o 
[0 0 3 8] 

■ F r - hGHOS^'ft®*^^^ 1-Tl*> Mi^tt^-^^ ^^^^ 

|- ^B|vStt^^^K««^^#* (%) =Ap/AjX 10 0 
E. Ap= nt»fg^^Sa^ H ?LC\Zi3\i^ WAW - ^ ®1 



m^^Slu ® H P L C l:^ S #41* - ^ ® » 



^^^pi^; [.0 0 3 9 ] 




P^^: 15.0ml) mmnmh. nmn^^ntz. SpUy Dryer SD-1000lC*5i^r 
80°C 

te: 150kPa - 



2.6m 1 /-^ 



1 7 



ffi|iE#2 0 0 1 - 3 0 1 7 7 1 2 



■ A 



■mi 

-MM 




#2001-015904 

[0 0 4 0] 
(HPLC^#) 

^tUII: UV (280nm) 
i^-ff}^^i^: TSK GSOOOSWj^L 

^^M: 50mMU>M-*«-^-h'J'^^^ 50mM U ^^tK^^ h U A> 0.2 

: 0,6m 1/5^ 
. : 50 1 

" [0 0 4 1] 
<i:t.«2> 

' -hGH^m (^i^^y M5/Ur;i'^^: 15.0ml) 

Splay Dryer SD-IOOOC j3W«>«»f^!^^^^tt^ it^M 1 il^'Si 'J ^ 



-«8J£: 100k Pa 



0.2mV^^ 




2.6m I 



'"[0 0 4 2] 

<%mm 1 > 

0.01, 0.05, 0.1, 0.5, 1.0W2.0w/w%) ^PlSbfco «^®Tween 207K 



1 8 



ffi|E# 2 0 0 1 - 3 0 1 7 7 1 2 



.{tf2 001-015904 

-hGH« (#Tween 20^g^CO ^ 15/U 7;!^^-. 15.0ml) ^^SIS^U 
[0 0 4 3] 

cms: 0.01, 0.05, 0.1, 0.5, 1.0M2.0w/w 
^^15*(7)7U7;WCl.0mlfo«T. SM^^^^CW^^^. 

^::i5.omi) mm^^m^^ mmmw^^ i^cmit 

|: [0 0 4 4] 

i <sssfiW3> ,^„^^, 

....«F .05, 0.1. 0.5, 1.0W2.0w/w%) SrMSbfc. «.»««P'«onic F68*« 

f SE«>r-hGHM Wl«ro„icF68aSK^gl5;UT;^»: 15.0ml) &9 

fc:"[0 0 4 5] 

(*U^.*^DUF>:BASF)«a («« : 0.01. 0.05, 0.1, 0.5, 1. 





1 9 



ffi-i£^^2 0 0 1 - 3 0 l77 12 



iif2 001-015904 

lidone i7PF«mi:^*ii^«1-^15*c^/U7;WCl.0mlt-o^l[]x.T, 
^J^%^}C^fS^itfc:3e)LT#bnf.. ^Kollidone 17PFa^0r-hGH 
-^1^ (^Konidone nPF-m^fC^tlS/l^r;^^.^ :15.0ml) 5:^SIg^b. 12 

[0 0 4 6] 



..j-y-rm;f. 




yi,^^m^:ty'&mr.^ntVX. ^f.o«S©Koindone 12PF V 
tfn;i.ll'DU F>: BASF) (« : O.OU 0.05, 0.1, 0.5, 1.0^2 

Ow/w%) ^mmVt:.. mmmoUiAone 12PF7KMlC>(^L-Cr-hGH-a 

12PF7KM?:^tiiC^f?JtS15*O;U7;MC1.0ml1^olia^ ^M^?:^ 
^^%Kmm^^ft. ZobXn^nr^^ ^KolUdone i2PF«(7)r -hGH« ( 
l^&Kollidone iZPFM^tCotlS/M 7;^^^ : 15.0m 1 ) 

'[0 0 4 7] 

■^l^plt;i.0w/w%) mmLf.. «ScZ)HPC-SSL7KWC^bTr-hGHaM 
l^i-^ (^P^e;:,^ba411]).0/U7;v5:15*1=^ffi^t, ^^C^HPC-SSLtK^ ■ 

:^i:t%^n«^t^i5*^^^^T;uci.on.ii=o*o^T, ^M^^^^^c^^ 

^5,omi) 5:«»f^^b, nmn^^nt.. mmnm^i^^ 

[0 0 4 8] 

<mm 7 > 

20 ffi-iiE!it2 0 0 1 - 3 0 l77 12 




#2001-015904 



••.S^^-:*^^^**^^^^) (aS: O.OU 0.05, 0.1, 0.5 

v:mi©r-hGHM (^TK^ttl^t^^^tg^lCotlSZ-^^T^V^)- : 15.0m 1) 
^'[0 0 4 9] 

'©S 5^ b iffl t) -r- |5i ^ ^ ^ -r S ^TK^It 5: Mi^ b o 

tm 1 ] 



-■-SMI 



tell 






hpc-sslS-S 

(V//V7%) 


(w/w%) 


A 


0. 05 


HCO-60 0. 05 


: B 


0. 05 


Pluronic F68 0. 05 


C 


0. 05 


Pluronic F68 0. 10 


: ' " D ■ 


0. 10 


HCO-60 0. 05 




0. 10 


HCO-60 0. 10 



*L.> #7KOT$:-enfc^jt>1-'&#-fe>y hi5*o;W7;i/Jci.0m 1 -f-DM 

2 1 mfE4t2 001-3017712 



001-015904 



[0 0 5 0] 

V^R^bcDmT' r - h G H (7)«^*(i40o/o^lC * T-^«^>^ b T V^ § (7) h l*^^^ 



[0 0 5 1 ] 

'■■■^«M4 (Kollidone 17PF) (KoHidone 12PF) ICO V^T bfel^J 



i jg^WtM^SfeJ;;^'- ■ ^„rr - J. -r: -fa. 2. 



^^^S' 1? fe 5 e> ^ ^ i5 if ^ ;{)^ "e ^ § . 



2 2 



ffiE^20 0 1-30l77l2 



'.Mi J 



#2 001-015904 

[0 0 5 2] 

J;t;«M 1 S.t>*^J^^i 7 I- ^ ^ ^ H P L C Sil^jg^ 5: 0 3 lC5^1-o 

0.5-1 w/w%M(c&a=fe(Z)^.s.t>ti^*\ }d-^^nxx^^m(Dmmm 

'[0 0 5 3] 
[^2] 





hpc-sslM^ 

(w/w%) 


Rl^M^ (w/w?/o) 


(%) 








64. 04±1. 30 




0. 05 


HCO-60 0. 05 


99. 20±1. 16 


mmms b 


0. 05 


Pluronic F68 0. 05 


98. 42±0. 61 


^^ilfijs c 


0. 05 


Pluronic F68 0. 10 


97. 96±1. 34 


■'^mms D 


0. 10 


HCO-60 0. 05 


104. 76±0. 68 




0. 10 


HCO-60 0. 10 


104. 81±0. 17 




5, ^i^±mmi 



ft;^ Hilg-^M t K n ^ ^ ^ D t:° ^ ° ~ ^ ^ ^ > 14 #® ^i^^'^ 



2 3 



ffiE#2 0 0 1 - 3 0 1 7 7 1 2 



11 



#2001-015904 



(^0!:&M-HP) 
r-hGH • • • 

H P C - S S L • 



• 29.25ni g 
405.00m g 
15.75 mg 



(6.51 
(90.01 
(3.51 



»%) 
1%) 



;/'(^:?M-P) 

' h G H • • ■ 

fc - pluronic F68 • • 



450.00m g 



•29. 25m g (6.51 
405,00m g (90.01 
15.75 mg 



(3.51 



;;;-l^i-lo 0 5 8] 



450- OOm g 



■>--'I^SB'':'iS^^^*^ L.-CEYELA SD-1000 Spray D^yerSrMV^, ±iH0#r-hGH 
? : 90°C 




0.2mVi3^ 



iitSE : 100k P a 
||kt^>^^^4: 2.6m 

^■CH PLC 

§y-:f)lM: ii^l0.02g/WI^*0,5m 1 
: UV (280 nm) 
vh: TSK G3000SWXL (TOSOH) 

: 0.1MU>mn*^^hy -^^i^^ 0.1M>J>»^■^^'J':7^, 0.2M 



0.6m 1 



2 5 



fflE#2 0 0 1 - 3 0 1 7 7 1 2 



M 



#2001-015904 

^ A A : 50 iU. 1 
[0 0 6 0] 

(HPLC/l5iT^ F*^M^) 

^ r - h G H(7DK7 ^ K#;®«<^7^^«?5® H P L C^#MO® 'J tfe. 

HPLC^fi: LClOA (A^i^^^m) 

^0.02g/fll^7K0.5m 1 

^^ffitl : UV (280 nm) 

'-^s^^^^. Protein C47!J7A (VYDAC, Cat.No. 214ATP54) 

SOmMbU^m^ (pH7.5) /n-^D;V-;V (71:29) M®M 
-fLJi: O.Sinl/:^'' 

: [0 0 6 1] 



2) 

(A) lO^SDS-PAGEffl^M'«»> hU^30.3g. ^•Ui/>144g 
iSDS10glC7KI:*nx.-C1000ml tt«rt:iCj:UMU7^ (Wffi) 

(B) SDS-PAGEffi^^1<»immit> lO^SDS-PAGEfflMWm 
100m 1 }C7K900m 1 I: X. ^ 3 iC j: 'J Hl^ b fc o 

■(C) 0.25Mb U;^m^ (pH6.8) Mltli, h U ;^30.25 g {C*?:*nx.T80 

Om 1 ^ \.m^\zx 6 NM-e P H6.8{c^t)iifc^, TKTiooom 1 {c^ :;^7 >y :/ 

(D) SDS-PAGEffii^->:^^MM«> 0.25Mh y:xS^ (pH6.8) 

ml, SDS2g, i/3'll5g, T/Di.^^-;^:^;^- (BPB) 2m 



2 6 



tBE#2 0 0 1 - 3 0 1 7 7 1 2 



#2001-015904 



g tc ;!K ^ ^ra ;i T 5 0 m 1 i: t ^ r tC J; 'J iil^ b fc o 
3) SDS-PAGE 

[0 0 6 2] 

0 . ■ 

«8$g^lC i U # tlfc r - h G H|&5^4^(7) r - h G H#«i^*^t>15S7 ^ F 

[m3] 



3 





r - h GHa^-^ (%) 


IftT ^ K^^-a* (%) 




68.. 5 


7. 3 


M 


80.5 


4. 2 


M-H P 


91.4 


4. 5 


. M- P 


88. 4 


4. 7 






3-. 1 





[0 0 6 3] 

TM*^^C«V^ r - h G Hm**^#^^^ tfc„ r - h G H 

M-HP:5:t>'M-Pii,. f^%)]Sv^r-hGHa#^5:S^^^^» ^ 

'-^llCMbM-eii, @517^ F^$:®2M±©M*'Be.4xfc„ SDS-PAG 
[0 0 6 4] 



2 7 



ajtl#2 0 0 1 - 3 0 1 7 7 1 2 



#2001-015904 
Tfa®«^::^^^V^, r-hGH, HPC-SSLWD-V>-h-;i.5:^mb 
H, S:t>'HPC-S S LD-V>-h-;i/<^?iSii^ ^tl^'tl, 0.2744%, 0. 

r-hGH 

HPC- S S L • • • • 



0.240g ( 8.01 
0.129g ( 4.31 
2.631 g (87. 7j 



t%) 



S.OOOg 
[0 0 6 5] 

±SD, n=600) . Z.m^(DGH0^\:-^mm (%) ilET ^ F<*^1^ " ^ 

mm ( % ) ar:?: ® S u -e o fc „ 

■ [ 0 0 6 6] 
; [*4] 





^ti^mm (%) 


s5iT ^ h'^mm (%) 




95. 5 


4.5 




96. 6 


3.4 





l O 0 6 7 ] 



2 8 



2001-301771 



#2001-015904 



'■■mm. 



[0 0 6 8] 

■ (0 0 6 9] 

±iBSIMM 1 0 tlfc r - h G H;^7^ ?r^M L 7c = 
■[0 0 7 0] 

■ (r -hGHC7)^#) 

;>j2mg/kg(Z}r-hGH'|&5^5:^^y (PennCentury) 



i.y 3 m 1 <j^^%^m^<mv^t::h\zii^) r - h GH!^5tc?:fl$p^JcSi:aiL;^. 



^^y.hM^fcU r -hGH2mg/k g^g^*$:^Tii*i- Lfco 
l|i:; [. o 0 7 1] 



SiK.»tt. r -hGHiS-^ttiffSLy^S^^O, 15, 30, 60, 120, 240, 480, 1440 





§:mn i tLft. ^m(DUst^. nA (soo^ui) (D^mik^yi^^mBMP^^^b 

i--"[0 0 7 2] . 

fcCGH-E L I S A(CJ:5i^ilC^^ r -hGHaM<^MS) 

t^SlCi; Uf^|ib7tJJihGH':7-9-^3i<U ^n-Th;^^^;?:, 0.05M h U T^M 
®)^gOD280 = 0.02i:^'6 J:e)lC|lMUfco Z:tl^967X^ l/- 
j^fClOOA 1 t*oaAt, 37'CIZX 2m^-(y^^^-hLto. 0.01MU>M 



2 9 



2 0 01-3017712 



!tf 2 0 



Q 1_ 0 1 5 9 0 4 



Jgfe .^^^3:_7.««-ebooooeKS»i^. ■Si^^t.ff ^ ^^^^^^^ ^ 



.ii^^O) r - h G H?gS 5: = 
P*(0 0 7 4] 






315. 1 


M|ji20 


254.9 




101._6 




61. 5 



34.7 



51. 3 



3 0 



ffiE#2 0 01-30l77l2 



#2001-0 15904 



■■■sip 



[0 0 7 6] 

±fB®^ 5 2S^l>'0 4 J; , ±IE^S6M(C j3 V^Ti^Ji L r - h G HI&t^OSM 
L, ^©^{gTL7i7i\ ^g^^l440^SC^V^T^;34.7n g/m 1 ®ffi?:^LTVN 

^ ^^480^^ ^-e® AUG {MmMmMwrd^mm) \t. SMg^T-ttmse 

2ng/ml • [Bli^5R(Z)!l45:^t?M^^t0.STaMTaMT 1^255826 n 
T'® r -hGH®l^I|X;&^^^f;{C^^T$>^3i:^^bTV^S, ^1^, Z(DmM(D 



[0 0 7 7] 

<}tMim 3 > 

TlacZ)^^5C^^^V^. r - hGH:g:tK?L«|$:ff^L, 120m 1 ®MS^7KtC^/P$ 



- ■ 0 .:2Ow/w%S.02.3Ow/w%-e 



;;.:g|^^£.r-hGH • • • 



-^^^^!ir ft 



0.240 g ( 8.01 
2.760g (92.01 



:%) 
:%) 



S.OOOg 

[0 0 7 8] 



lOOk P a 



3 1 





mE#2 001-3017712 



2 0 0 1 - 0 1 5 9 0 4i 

mr^y:fm- 2.6m 1/:^^ 

[0 0 8 01 
..I* 6] 





:«.H*:ffia (%) 






94. 7 


■5.3 




96. 7 


3.3 



"[0 0 8 .1] _ 




3 2 



^|£!^2 0 0 1 - 3 0 1 7 7 1 2 



21^2001-01 5 90^ 



#4 i 





r - h GHJl^'II.S (ng/ml) 






0 


5 


6 


15 


147 


46 


30 


129 


52 


60 


85 


62 


120 


70 


75 


240 


58 


71 


480 


48 


21 


1440 


37 


5 




[0 0 8 3] 

; M 2 s - s & i.^^ 1- s i: e> ^^s^^M ^ h 

(327^ . VVh;^^^> (287^y^) ^COV^T%, *|§B^(D'|0^i:-r 

[0 0 8 4] 

■ [llBSco^iim] 



#1 

1 



3 3 



mE^2 001-3017712 



#2 001-015904 

: [Ml] ^M^^'tt^B^Stt^i®^*^^^"^^*^^" 
[0 3] 7K^#,iOl^i^^>®^^^^"^^*^^ = 



.'•••v^P^^. 




3 4 



aiE^2 0 0 1 - 3 0 1 7 7 1 2 



#2 0 01-015904 



[02] 



100 r 




ai|E#2 001-3017712 



#2001-015904 




#2-0 01-01 5904 




ilf 2 0 0 1 - 0 1 5 9 0 4 



V i 'I 



ijf2001-0l590'. 



a^mZ 001-015904 
50100095780 

mm 

iffi^l 3# 1^295 





3i|i£i|t2 0 0 1 - 3 0 l77 12 



0 0 1 -0 1 5 9 0 4 



ffl 0 A 



ft m 



CO 0022854 5] 
1 9 9 4¥1 1 ^ 3 0 B 



aiE^2 0 



Q 1 _ 3 0 1 7 7 1 2 



